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3. The method of claim 2, wherein said TNF inhibitor is encoded by a nupfefc 
acid sequence selected from the group consisting of: 

(i) the DNA sequence as shown in Fig. 32 or a coding potffon thereof; 

(ii) the DNA sequence as shown in Fig. 39 or a coding portion thereof; 

(iii) the DNA sequence as shown in Fig. 40 or a^oding portion thereof; 

(iv) the DNA sequence asy^ownlin Fig. 56 pfa coding portion thereof; 

(v) the DNA sequence as showroin Fia/58 or a coding portion thereof; 

(vi) a sequence which i^degenqptg'in the coding regions or portions 
thereof of (i), (ii) Jffi), (i^nrf (v); 

(vii) a sequence wnich hybrpzes to a sequence complementary to (i), 
(ii), (iii), (iv), (v)\>r (yf t and 

(viii) a sequence whi9nVcorjjp^mentary to (i), (ii), (iii), (iv), (v), (vi) or 
(vii). 

4. The method of cj6im 3 wherein said TNF mediated disease is selected 
from the group consisting pn arthritis, bowel necrosis, cachexia, leukemias and septic 
shock. 

5. DNA encoding a TNF inhibitor selected from the group consisting of: 
(i)/ the DNA sequence as shown in Fig. 32 or a coding portion thereof; 
/(ii) the DNA sequence as shown in Fig. 39 or a coding portion thereof; 
(iii) the DNA sequence as shown in Fig. 40 or a coding portion thereof; 
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(iv) the DNA sequence as shown in Fig. 56 or a coding portion thereof; 

(v) the DNA sequence as shown in Fig. 58 or a coding portion/thereof; 

(vi) a sequence which is degenerate in the coding regions 9/ portions 
thereof of (i), (ii), (iii), (iv) and (v); 

(vii) a sequence which hybridizes to a sequence con^lementary to (i), 
(ii), (iii), (iv), (v) or(yi)^nd 

(viii) a sequence which is coirtofementary to ffl (ii), (iii), (iv), (v), (vi) or 
(vii). 

6. A nucleic acid encoding^fFN^ inhibitor^aid TNF inhibitor comprising an 
amino acid sequence selected froj/fi the group consisting of: 

(i) an amino ac\\ sequence ^ shown in Figure 38 or a fragment 
thereof; 

(ii) an amino acid seqyinc&^sshown in Figure 56 or a fragment 
thereof; 

(iii) an amino apfcl sequence as shown in Figure 57 or a fragment 
thereof; 

(iv) an anmno acid sequence as shown by residues 1 through 182 
(4j0kDa inhibitor A53) in Figure 57 or a fragment thereof; and 

(v) /an amino acid sequence as shown by residues 1 through 184 
(40kDa inhibitor A51) in Figure 57 or a fragment thereof. 
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7. A TNF inhibitor which is non-glycosylated and has a molecular weight 
about 18kDa. 

8. A TNF inhibitor produced in a host cell not capable of glycosylaticri or a 
non-human host cell capable of glycosylation and encoded by a nucleic ^id sequence 
comprising a sequence selected from the group consisting of: 

(i) the DNA sequence as shown in Fig. 32 orX coding portion thereof; 
the DNA sequence /s shovyrf in Fig. 30or a coding portion thereof; 



(iii) the DNA sequence 

(iv) the DNA sequenc 

(v) the DNA seque 

(vi) a sequence wr 
thereof of (i), 
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40 or a coding portion thereof; 
fh Fig. 56 or a coding portion thereof; 
/n in Fig. 58 or a coding portion thereof; 
in the coding regions or portions 
(v); and 

(vii) a sequence vtfhich hybridizes to a sequence complementary to (i), 
), (iii). (jv), (v), or (vi). 
9. A TNF inhibitor produced in a host cell not capable of glycosylation or a 
non-human host cell p^pable of glycosylation, said TNF inhibitor comprising an amino 
acid sequence sej^cted from the group consisting of: 

an amino acid sequence as shown in Figure 38 or a fragment 
thereof; 
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(ii) an amino acid sequence as shown in Figure 56 or a fragme 
thereof; 

(iii) an amino acid sequence as shown in Figure 57 or^fragment 




thereof; 



/ 



10. 

formulation. 



(iv) an amino acid sequence as shown by residues 1 through 182 

(40kDa inhibitor A53) in Figure 57 or ^'fragment thereof; and 

/^\ / 

(v) an amino acid sequence \$ shovyrf by residues 1 through 184 

(40kDa inhibitor A51) in F{6up£57 or a fragment thereof, 
A composition comprisineme\TNF inhibitor of claim 8 in a slow release 



11. A lyophilized powder apprising Hie TNF inhibitor of claim 8. 

12. The lyophilized powoW of claiprf 1 1 , further comprising a pharmaceutical^ 
acceptable carrier. 

13. A kit for preparing an aqueous pharmaceutical formulation comprising the 
lyophilized powder of^claim 1 1 and a physiologically acceptable solvent. 

14. A hoft cell containing a recombinant DNA molecule comprising a nucleic 
acid sequence>defined in claim 5. 

15. /A process for preparing a recombinant TNF inhibitor polypeptide, 
comprising producing the recombinant TNF inhibitor polypeptide in a host cell according 
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to claim 14 under suitable conditions toexpress the recombjnantiiNA-motecule 
contained thereinJgjj»dtic6T^ polypeptide. 



er comj5Ttsin g4>^^ the TNF 'nhih itnr - 



17. A substantially purified interleukin-1 inhibitor (IL-1i), comprising a 
glycosylated or nonglycosylated polypeptide, said polypeptide being capable of 
inhibiting IL-1 and being sufficiently pure such that at least a portion of the amino acid 
sequence of said polypeptide can be determined, wherein said polypeptide is selected 
from the group consisting of 

A) a polypeptide comprising all or an IL-1 inhibitory fragment of the amino acid 
sequence: 

(U)(X) PSGRKSSKMQAFRIWDVNQKTFYLRN 
NQLVAGYLQGPNVNLEEKIDVVP I EPHA 
LFLGIHGGKMCLSCVKSGDETRLQLEAV 
NITDLSENRKQDKRFAFIRSDSGPTTSF 
ESAACPGWFLCTAMEADQPVSLTNMPDE 
GVMVTKFYFQEDE 

wherein (U) is M or nothing and (X) is R or P; and 

B) a polypeptide that is at least about 70% homologous to the amino acid 
sequence set forth in A). 
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1 8. A composition comprising the IL-1 i of claim 1 7 in a slow release 
formulation. 

1 9. A lyophilized powder comprising a polypeptide capable of inhibiting 
interleukin-1 (IL-1) and being sufficiently pure such that at least a portion of the amino 
acid sequence of said polypeptide can be determined, wherein said polypeptide is 
methionylated or non-methionylated and has an amino acid sequence that is at least 
70% homologous to the following amino acid sequence: 

(U) (X) PSGRKSSKMQAFRIWDVNQKTFYLRN 
NQLVAGYLQGPNVNLEEKIDVVPIEPHA 
LFLGIHGGK'MCLSCVKSGDETRLQLEAV 
NITDLSENRKQDKRFAFIRSDSGPTTSF 
ESAACPGWFLCTAMEADQPVSLTNMPDE 
GVMVTKFYFQEDE 

wherein (U) is M or nothing and (X) is R or P. 

20. The lyophilized powder of claim 1 9, further comprising a pharmaceutical^ 
acceptable carrier. 

21 . A kit for preparing an aqueous pharmaceutical formulation comprising the 
lyophilized powder of claim 19 and a physiologically acceptable solvent. 
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Jk niicJeic acid sequence encodir 



sequence encoding an interleukin-1 inhibitor (IL-1i) 
polypeptide>said polypeptide being capable of inhibiting IL-1, wherein said polypeptide 
is selected from rlqe group consisting of 

A) a polypeptide comprising all or an IL-1 inhibitory fragment of the amino acid 
sequence: 

(U) (X) psgrksSkmqafriwdvnqktfylrn 

NQLVAGYLQ G\P NVNLEEKIDVVPIEPHA 
LFLGIHGGKM c\ SCVKSGDETRLQLEAV 
NITDLSENRKQD K\R FAFIRSDSGPTTSF 
ESAACPGWFLCTA M\E ADQPVSLTNMPDE 
GVMVTKFYFQEDE 

wherein (U) is M or nothing and (X) is R or ft; and 

B) a polypeptide that is at least about 70% homologous to the amino acid 
sequence set forth in A). 

cell containing a recombinant DNA molecule comprising a nucleic 
fence defined in claim 22. 
24. A process for preparing an interleukin-1 inhibitor (IL-1i) polypeptide, 
comprising producing the recombinant IL-1i polypeptide in a host cell according to claim 
23 under suitable conditions to express the recombinant DNA molecule contained 
therein to produce the recombinant polypeptide. 

8 
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25. The process of claim 24, further comprising harvesting the IL-1 i 
polypeptide. 

r~ Pft^JUg i^^ mil iy a wale r -^tab l t^po l ym o r comp asiag^ 



nrjj^^s 



Michael acceptor. 

27. A composition of claim 26, wherein said polymer further conjj^s^s a 
second reactive Michael acceptor or a reactive NHS-ester. 

28. A composition of claim 26, wherein said MichaeL^£6eptor is maleimide. 

29. A composition of claim 26.wherein said Miplrael acceptor is vinyl sulfone. 

, a, " 

30. A composition of clainr/26, w^rein said/^olymer further comprises a 

reactive NHS-ester and wherein said Michapl acceptor is maleimide. 

31 . A composition of claj^rl^Q^wj^^ein said polymer further comprises a 
reactive NHS-ester and wherem saicLWnchael acceptor is vinyl sulfone. 

32. A composition of cjaflm 26, further comprising a biologically-active 
molecule conjugated to saic 

33. A composition of claim 32, wherein the Michael acceptor is a sulfone 
moiety and said biprfogically-active molecule has a reactive thiol moiety, and wherein 
said sulfone njoiety forms a linkage with said thiol moiety. 

34y/ A composition of claim 33, wherein said sulfone moiety is vinyl sulfone. 
\35. A composition of claim 32, wherein said biologically-active molecule is a 
tufrior necrosis factor (TNF) inhibitor. 



